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HIS 1 

1 
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im^l] t:W>*-n^*>-6 (WT, IL-6) Ujg^-t. * 

[W^2] t i>l. OX lO^MJaT«#ffi1if#£*tt& it^iia 

^Ot: htftH h I L-6ft#££f±^#i#:7 7^ > K 

IL-6 tntffW VHl^n-Kn atfcTBff M"o 

[ft^4] ^VHtftOffiffiteifee^i* (CDR1-3) T^TfB^T^ 

C D R 1 : Lys Tyr Tyr Met Ala <Wffltt 3 > 

CDR 2 : Thr He Ser Asn Ser Gly Asp He He Asp Tyr Ala Asp Ser Val Ar 
g Gly <S5^'J#-^4> 

C D R 3 : Glu Tyr Phe Phe Ser Phe Asp Val <m^^ 5 > 

umm 5 ] mmfofcv nm^mmmm^ 1 kabiro t?; he?ij * 

I L-6»VLI*3- Ki-sate^wrM-o 

8 ] ttOffilftttfe&fttt (CDR1-3) *TCO T 5 

CDR 1 : Arg Ala Ser Gin Asp He Arg Asn Trp Val Ala <E^!J#-^6 > 

C D R 2 : Asp Gly Ser Ser Leu Gin Ser <E?!I1M^ 7 > 

CD R 3 : Gin Gin Ser Asp Ser Thr Pro He Thr Phe <E^J#^"8 > 
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e^Row^as?^^ i o<7)v^-rti^ciB«ovLii^n- K-r-sjus^*^ 

Lt^a-$iFv (J^T> scFv) itftTBfJto 

[ff^Sl 2] lf^3 75^6 0^-rtL^HfBm^VH#;^=i-Ki-^>it 
fc^£tf1Mt^7^f> 1 Om^ft^ififcOVLgi^-- K-rSitfST-^, -t 
n-e-'tl h #l#C H ai^S^l: h tfrf* C L ilSfS?- i: L T & htfc I 

[Sft^l 3] m$£L3frh 6Owrtt^*z|B|ROVH0l«:n- K"t"*it 
feT-^t>*IS^6^^ 1 0Ov>-ftL*^SB«OVLfi|«:3- Kl-fc*^ 

[»*fil4l i»7 7^>f^ FaK F ab\ tfejiF(ab')2 

im^m 1 5 ] m&m 1 1 kib*^ scFv * hm 

1 6 ] 3H15 O^r^^KUBftoafiK^Wf^*^^ 

fit: HSb h I L- 6^-79^^ >b 0 

7] 4>&< i:tl.0X10-8MJSIlTO«l*#afe«:*-r&l(l*^l 

t ht/ut h i l- etfutt.-???* yYiJrtbJ&frt Ltttt* i l- 625.0*1 

L-6 S##<B»-frffittlB«0o 
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[0 0 0 1] 

fcW>*-n>f*>-6 (WT, IL-6) fcft£»U IL-6H^f 
[0 0 0 2] 

yx>|JI, 7^f;^i^ I L- 1 fc^OJNiftfcJ: «9 5^*21.000 

^.mmmw, 3) ^bM^^«<7)#Mw^>/^^<7)s^if* 

> iS^ttttMSn V * ^> >C>MI*IfA^ffi> * ^ * * AIDS* ^t? 

^ y ^nr'j>M^ieMit. 2) ^•y-^v^Aii^w^ 3) 

, 4) A I DSJjtfi/°mm%t'<7>§tm^m^1r&Zttftmt>tiX^Z> 0 tfzMfc 

HlJIfc 1993) o 

[0 0 0 3] 

— ^> I L - 6i} s m^--r^>mB,<0^m^mWV 'yrf- (Rheumatoid arthrit 
is; RA) J±B*£a-?&J70^A«,&U ft*Effim<VMfilfc& *K 
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ft&jt*tt£Mfflfc*»)oc><fc& (Ogata A. et al.. BlflcifPiS 1999 Apr; 47 (4) 
: 321-326 [Advances in interleukin-6 therapy.]) © 
[0 0 0 4] 

flCHttTFW-e**^ M«fKrt-Cfei o i Efc&EJfciWtt L«ttft Life g 

HHftttJt33nife<atttt & M fc> o T v > & i t WW h K £ fix o i it g S*5l 
#:Ojl&£li£LTV>&^1±&#;l£ft& (Nishimoto N. et al., Clinical ap 
plication of interleukin-6 receptor antibody. , B3vfegE3^fe 1997;20: 87 
-94) o 

[0 0 0 5] 

RA^^^lo^wMimi^iiSWMIi:*«lir»% «9 > 
*m^*tW"3&*atii>5>*tTV^ (Mihara M. et al., Br J Rheumatol 1995 Apr;34 
(4):321-325> Mihara M. et ah.Clin Immunol 2001;98:319-326) 0 
[0 0 0 6] 

-r r a <t 9 a i±* < > &mtem*te&MK£2>mftm 

#ri*Jg£*^0O:fc#fcJgSBfcfcoT£D* I L-6 4>iS14*ffi§1-££fcK<fc 

I L- 6t)L#^tt<7)^i: LXmt>tiX£fz (Montero- Julian F. A. et al., 
Blood 1995 Feb 15;85(4) :917-24 ; Monier S. et al., Clin Exp Rheumatol 199 
4 Nov-Dec ; 12 (6) : 595-602 ; Wendling D. et al., J Rheumatol 1993 Feb; 20 (2): 
259-62) o — -%X\ I L-6&$^u-^fflffi,<7)mmm^-tLX<7)ffi&%mLX 
(fltiB mim 49M. 1993) , :o^IL-6fc»S^ 
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-r^Xjij^tfLt h I L- 6tJL#{illnM<7)^fntt^^L7t^\ #«i&j£7&*3 X10 
-2 sec<h^v^<^>L^ibtLTU^v> (Sato K. et al., Hum Antibodies Hybri 
domas 1996 ; 7 (4) : 175-83) <> Z<z>&%fc&<D^fe^&biXt:mMM&<0&^titi£ 

[0 0 0 7] 

6 t/tflc ofgtt & law-r (ffijh^) ri*fp o m $ *i& -*sm& sse-c 

[0 0 0 8] 

[M * & *><d^Wl\ 

ZtlzXn^&KY&lKh I L-6— :£$IFv (s cFv) 5»4rHM*U 
(10-3sec^- r-, tt*J: Oft40ftf»ltjSJS*«a^) > *oil&i/*§R;ftitt**rt 

& i , i 7t i l - 6 <Kfft^i^oJi«*M^w^wi-* ztzmtfr 

i:U; 0 

[0 0 0 9] 
[0 0 10] 
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>m (H) II, m (L) lIcDNA^itipl, M inker DNAT'^L, ft 

s c F v) DNAfcflMRLfco 
[0 0 1 11 

-T OscFv DNA£ 7r-y^ 9 — pCANTAB5E \Z ffiL&fr^ H)9* n - & 

aftH^tfiSfc s c Fvf ^X^l/^f 7 7 - y 7 ^7*7 'J - »L^ 0 
7-7')-^ BffifcH£ffc$*ifcfc h I L-6 fc*g£S*TIIIJDL ftfltU Jftfc 
h I L-6Fvfa7*l/'f77-y^n->^7'J-->^L^ 
, 7>^'J--/7*?ii^scFv?n-y (IL6gk3-2) ti\ tML-6t^ 
nscF vtfcttfcS&Lfco 
[0 0 12] 

^n->lL6gk3-2^^i-^, s c F vtfrfctt, — *> H3t> f>rii#<^^ 
ffltfc#£R*0»ft2!-Ci;3!r> K (IL-6) K^ttK&^Lfco 
[0 0 13] 

* n->IL6gk3-27& s jg£i-& s c F vtfrffcH^ tML-6 K##LT*jfJg"t- 

[0 0 14] 

[VH«] (EyilM-l) 
CAG GTC AAC TTA AGG GAG TCT GGG GGA GAC TTG GTC AAG CCC GGA GGG 48 
Gin Val Asn Leu Arg Glu Ser Gly Gly Asp Leu Val Lys Pro Gly Gly 

5 10 15 

TCC CTA AGA CTC TCA TGT GCA GCC TCT GGA TTC ACC TTC AGA AAG TAT 96 
Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Arg Lys Tyr 

20 25 30 

TAC ATG GCC TGG ATC CGC CAG GCT CCA GGG AAG GGG CCG GAG TGG CTT 144 
Tyr Met Ala Trp He Arg Gin Ala Pro Gly Lys Gly Pro Glu Trp Leu 
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7/ 



35 



TCA ACC ATT AGT AAC AGC 
Ser Thr He Ser Asn Ser 
50 

AGG GGC CGG TTC TCC ATC 
Arg Gly Arg Phe Ser He 
65 70 
CTG CAA ATG ACC TCC CTG 
Leu Gin Met Thr Ser Leu 
85 

GCG AGG GAA TAT TTC TTT 
Ala Arg Glu Tyr Phe Phe 
100 

GTC ACC GTC TCC TCA 
Val Thr Val Ser Ser 
115 

[0 0 15] 

[VLSI] (@£?>J#-^2) 
GAC ATC GTG ATG ACC CAG 
Asp He Val Met Thr Gin 
5 

GAC AGA GTC ACC ATC TTT 
Asp Arg Val Thr He Phe 
20 

GTA GCC TGG TAT CAA CAG 
Val Ala Trp Tyr Gin Gin 
35 

TAT GAT GGA TCG AGT TTG 
Tyr Asp Gly Ser Ser Leu 



40 

GGT GAT ATC 
Gly Asp He 
55 

TCC AGG GAC 
Ser Arg Asp 

AGA CCC GAC 
Arg Pro Asp 

TCT TTT GAT 
Ser Phe Asp 
105 



ATA GAC 
He Asp 

AAT GCC 
Asn Ala 

75 
GAC TCG 
Asp Ser 
90 

GTG TGG 
Val Trp 



45 

TAT GCA GAC 
Tyr Ala Asp 
60 

CAG AAG TCA 
Gin Lys Ser 

GCC ATC TAT 
Ala He Tyr 

GGC CGA GGG 
Gly Arg Gly 
110 



TCT GTG 
Ser Val 

CTG TAT 
Leu Tyr 
80 
TAC TGT 
Tyr Cys 
95 

ACA ATG 
Thr Met 



TCT CCA TCT 
Ser Pro Ser 

TGT CGG GCG 
Cys Arg Ala 
25 

AAA CCA GGT 
Lys Pro Gly 
40 

CAA AGT GGG 
Gin Ser Gly 



TCT GTG TCT 
Ser Val Ser 
10 

AGT CAG GAT 
Ser Gin Asp 

GAG GCC CCT 
Glu Ala Pro 

GTC CCA TCA 
Val Pro Ser 



GCA TCG 
Ala Ser 

ATT AGG 
He Arg 

30 
AAA TTA 
Lys Leu 
45 

AGG TTC 
Arg Phe 



GTG GGA 
Val Gly 
15 

AAT TGG 
Asn Trp 

TTG ATC 
Leu He 

AGC GGC 
Ser Gly 



192 



240 



288 



336 



351 



48 



96 



144 



192 
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50 55 60 

AGT GGA TCT GGG ACA GAA TTC ACT CTC ACA ATC AGC AGC CTG CAG CCT 240 
Ser Gly Ser Gly Thr Glu Phe Thr Leu Thr He Ser Ser Leu Gin Pro 
65 70 75 80 

GAA GAT TTT GCA ACT TAC TAC TGT CAA CAG AGT GAC AGT ACC CCT ATT 288 
Glu Asp Phe Ala Thr Tyr Tyr Cys Gin Gin Ser Asp Ser Thr Pro He 

85 90 95 

ACC TTC GGC CAA GGG ACA CGA CTG GAG ATT AAA CGT 324 
Thr Phe Gly Gin Gly Thr Arg Leu Glu He Lys Arg 
100 105 
[0 0 16] 

$ h ^ ±|BIfi?iJtK V RmRU 1 LilO CDR1-3 0T5/ SfeiB^J*TIBU 
[VH«] 

C D R 1 : Lys Tyr Tyr Met Ala <W.fm^ 3 > 

C D R 2 : Thr He Ser Asn Ser Gly Asp He He Asp Tyr Ala Asp Ser Val Ar 
g Gly <ftfl|*HM> 

C D R 3 : Glu Tyr Phe Phe Ser Phe Asp Val <@£?ij## 5 > 
[VL«] 

CDR 1 I Arg Ala Ser Gin Asp He Arg Asn Trp Val Ala <g£yij#^6 > 
C D R 2 : Asp Gly Ser Ser Leu Gin Ser <@e?!)#-5§-7 > 
C D R 3 : Gin Gin Ser Asp Ser Thr Pro He Thr Phe <S£^J#-^8 > 
[0 0 17] 

slt, i l-6 1 1 l - 6&m®-mo%$i&fcmmftm*7f;iro 

[0 0 18] 

c f v <di&"q% h iitz %>cd~c&>2> t$ 5 \ mmt LTtommi* s c f v Kmfczti 
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£FaK Fab' £fciiF(ab') 2> ^ f)Cs c F v^t hM^or'j ><7)^f^ 
*mtf.fc ( s c A b) ^^O-ffeOj^^^ 9 > h i> 

[0 0 19] 

L — 6 <h I L-6^:W#<hO^^J:oT?l§^C$n-5>S^<7)^JS^^iaW 

<7>»J t L r^ffli" & c: <h ^-e £ & 0 
[0 0 2 0] 

[0 0 2 1] 

[0022] 

[0 0 2 3] 

^tizmmir&^-f'f-vzfziztfijrj v^y'yv-x 
t)m£t%>mtz%^&zm%-f2> 0 nbtiz^-?^ v r* ? 4 y°mt, r 
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£>*£fc#8tf$-C§* (Vreugdenhil G. et al., Rheumatol Int 1990 ; 10 (3) : 12 
7-30 ;Hirano T. et al., Ric Clin Lab 1989 Jan-Mar ; 19 (1) : 1-10) o 
[0 0 2 4] 

[0 0 2 5] 

7 7-V7^7 7^fi(i, J. D. Marks h (J. Mol. Biol., 222: 581-59 
7, 1991) \ZX IJ*£S:h.TV>5;£j£*##£P«L;fco 

M##2 O^fiSfcfc^JfiU $Ficol&ffiv>fcJfc*jfrki£K-C'; W^*fl*SIL 
, PBStMWf, ISOGEN (B#v-» tjlllt, total RNA^PM 
LtZo COtotal RNA&4oK##JU tMgG, I gM, *0U A li<7>;£'^^t 
IIJtK#^&7 0 7 'f ^-HM U first strand cDNA synthesis kit (Pharm 
acia biotech) -f-ft-rfttf) c DN A&f&KLfco Z<D c DNA£:r>-7°l/ 

- fCLt, Marks ^^L^OilWMiHcVH (ytizitp) £ J HRZfV k 

t] va t j a <7)&^-£-e£-v- ^ 7 r ^ ';-K#mift£-7' , T'f-7-£fflv> 

T> tti^tWfctfi V £ # V * 9 - -fc* ^ i > V T ? v 3 > ( P C R 

[0 0 2 6] 

It:, VH (yttzteft) tV K ^ RXfVH ( 7 %fzl± M ) tV A 
DNA£fflv>T, 7-^>7*'J-PCRS (McCafferty, J. et al. : Antibody Eng 
ineering-a Practical Approach, IRL Press, Oxford, 1996.) 1<Z £ V) 
, — ^ils cFv DNAfcfNKLfco scFv DNAfiHKP CR^ffl^T, Not IS 

fcscFv DNAliflJI&I^Sf il (Takara) tNotl (Takara) "Cffiitfc* K 
PCANTAB5E (Pharmac i a) ^ n - > 7 L fc 0 scFv DNA £ fg£- $ -fr fcpCANTAB5 
EfiVH( y )-V«> VH( y )-VA, VH(^)-V«, VH(//)-V Agt:x 
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VH(y)-V^ VH( 7 )-VA, VH(^)-V*, VH )- V A ttZtirtl 
1.1X108. 2.1X108, 8.4X107, 5.3X107* n- > <D&ffi!&*yg-t Z> tWMZ ft 
tz 0 ^ (frMW^Wh L tzTGlfr h , M13K07^;i//^-"7 r--y*fflv»T7 r -ytft# 
£#§51 U H^Afi^s c F vg^7 7 - y*7 77 'J - 4:111 L^:, 
[0 0 2 7] 

immm2 : /^>^>^> 

tHL-6 tiO. 1M NaHC0 3 1 mU;?§*§? U SSmmOxV y v a £ 4 *C 

t-iES^^rtS^l/co 0.5tt'7f>/PB S ^rffl^ i T20 < CT 2 ^170 
•y * > 7Lfz&, 0. l%Tween20-PBST 6 mflcfr Ltz 0 Z. ft^t^Aft^Oifrfc? 
7-y^77'J- (-*§mm%7F7 r -Vm £0.9mL (lX10l2 tu /mL) M 

[0 0 2 8] 

0.1%Tween2O-PBST-10HI^L7^^ l.OmL^^'J y>lfi (pH2.2) ^flpx. 
, I L - 6 £ Z-^&MmMLTf;? r - VZm&Z&tZo vttti Ltz -7 r - v 

(ilMTris (hydroxymethyl)aminomethane-HCl, pH9. l£#nx-TpH£fii£ Lrcfi: 
. *J-miim^^)7^ll®TGlH^$-fr/; 0 S^OTGl(i3000Xg,107>-e^i:^l 
LX, ±m*V££, 2WfiL<D2 XYmmT~mmL, S0BAG"7°l/-h (2%7)Vn 
-X, 100//g/mlOT> ey'J >^S0B7°l^- M 30'CO^IPf|it>"e— 
HfeWLfco & Ctz^V--l±M-aL<D2XYTm%lZ1]\\Z-K? (Coasto 
r) ^oTig, dUlXtTto 
[0 0 2 9] 

«lOTG1^50//L^, 30mL<7)2 X YTAG^tfllcfilx., 'MWn-- 7 r - 
V*T VTs^ra.— * * M > ^(7) 77 — VV'f "7*7 V - £p?i£ Lfz Q 

ifA^77-y7^77';-VH(7)-V^ VH(y)-VA, VH(^) 
-V«. VH(/<)-VA, -etL>rtL^ov>Tlfr^<7) I L- 6 @^b-7°P- h ^ffl 
^-C^>-->**£ft4IItfT 07^0 4 mEO^y-^VfeK^ S0BAG?° U - Y b 
fe^cloneS-fflffi U s c F v <7)3&g&<7>*£ S&tF I L - 6 ELISAK <£ 
<7>fitE £ ^le^JO^Jr o fz 0 
[0 0 3 0] 
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<H«0 3 :^^'J-->^IL-6 ELISA) 

h I L-6M^> h n-;l/S^^ELISA7°W- h KE^b LTX ^ 'j > >? 
Hfflv>7t 0 1.25//g/mLOH M 2. 5// g/mLGO t: M?S7;i'7'$ > (HS 

A) > 1.25yug/mLWt hMCP-1^ t: h MIP-1 a t tz it t: b ABMJfiL7t£40 / :/L/well 

ELISAyi/-h (Nunc) KAtU 4 r-eiePtP^tt U @^<bL/io S^b^V 
-Hi, 0.5%BSA, 0.5%-fe*7^>S.O f 5%^^rA^;v^^^-tfPBS?#^400^L/w 
ell^ELISA-^P- HcAtU 4t-e2B|FlftL> "7'n <y * >^*^f o7t„ 
[0 0 3 1] 

s c F v^TT-v^^tf|^^^40^L/well^AttTMlS$-^/;m. ffcN- 
ft*^Ti5fc^?S[-e5Eli5feofeo ¥*r>mffl.Ltztfmi3*:y 9 u --)- frifcfc (Pha 
rmacia biotech) fc£JS$-g\ Tfrii*) "7 * X"7 r 9 (AP) itL^T 
*XIgGffi#fc£j&3-£fc e *#«-e5III«feofc& % (lg/raLp-nitr 
ophenyl phosphate (Wako) „ 10%vi^y-;V7 5> (Wako) Sr^trPBSvM) 
£50,uL/wellA*L, JBBfeU ^jS~37°CT\ 5 ~ 1 053-ffrfe£-££ o ^;V^~7°V 
- h y -^-NJ-2001 (Inter Med) T405nmO^jg^Sij^ Lfcfe*, ffF 

tiBLfc*n->£Tj&*, I L- 6 fcjftHB-Cife (HID 0 

[0 0 3 2] 
<H*fe09 4 : * n - y (OWmfrffiy 
Mm^tz?U-V<Ds c F v mtt<D VHRZ/VL(DD N A iji 3£ tE^'J £ Dye te 
rminator cycle sequencing FS Ready Reaction kit (Applied Biosystems) £rffl 
^TftjeLfco ELISARO f E3rlJ«'#fOj|S*, JM| Lfc * n- >fi 4 
fc. 

[0 0 3 3] 

<^W!I 5 : s c F v Of&Si 0JR> 

•BJv#14s c F v &*fl§mHB215l£fflv>T#&5IS-£> ^flim^'; 

ffiWKL^o 3E^»*J&*j^S**^-ttRAPAS Purification Module(Phar 
mcia Biotech)Mv>T> 7 "7 ~r- ^ ffiS£ ^ffo 7c Q W«lL7ts cFvgfiOM 
Jgfi, SDS-#'JT^'J^75 Wt^iWBfi, scFvISOC»Et 
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ag-xfcT h-^lWta^'t'x^^ >yn y x-r OfllSLfeo s c F v 

SSttSSiftOgeiftKOft^Kfi, Protein Assay (BIO-RAD) 



[0 0 3 4] 

intern 6 : SPR^:i s c F v ©»WttilB56> 

BIAcore (BIAcorett) £ffl^T, SPRfeia Ijfflllls c F v 0»fDtt *»Sg 
LfcHtfk ft&ii^§L^14£^L/v:^n->iL6gk3-2i^ t ML-6i:^lt 
13XlO-9 M ojSI«l5fe»«:^ri--6 fcfHBfi3*ifc (i2) 0 
[0 0 3 5] 

<mmm i : i l - 6 ^ttm^coitjiis^n^-r^f^w) 

»Sis cFv^t, I L-6^^W^itfJg-t*«BJia*|cKT-3<OI L- 
6lSt#W*^JS^^t-&lfl***^ov>T«^|'Lfco 2x10^/200^ 1/^.x 
/H-Ptlt*:KT-3 * I L- 6 (80pg/ml) 1 1. 25-20 //g/ml n- >IL6gk 
3-2fi*<^fllSl s c F vjffeT, 4 BIW#*L*-$ v >IR»9 £DN 
^^Wffit^^ ^n->lL6gk3-2fi^s c F v liKT- 3ifflJfe<a#JgJCfr££ 
iftfleifcffWtcjqitfl-t&ci:^^ofc (0 3) 
[0 0 3 6] 
[»«©»*] 

^±oai$offi^-egf^u -e-^4tffitto- o-e&&&jfo.a#tto i l-6 

4 ^ftfcSAB^ttfcT^ar^tft I L - 6 7 > ^ 3*-* h ttt, I L - 6 
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[0 0 3 7] 

SEQUENCE LISTING 



<110> The Chemo-Sero-Therapeutic Research Institute 
<120> Human antagonist against human interleukin-6 
<130> JP 
<160> 8 



<210> 1 
<211> 351 
<212> DNA 
<213> Human 
<400> 1 

CAG GTC AAC TTA AGG GAG TCT GGG GGA GAC TTG GTC AAG CCC GGA GGG 48 
Gin Val Asn Leu Arg Glu Ser Gly Gly Asp Leu Val Lys Pro Gly Gly 

5 10 15 

TCC CTA AGA CTC TCA TGT GCA GCC TCT GGA TTC ACC TTC AGA AAG TAT 96 
Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Arg Lys Tyr 

20 25 30 

TAC ATG GCC TGG ATC CGC CAG GCT CCA GGG AAG GGG CCG GAG TGG CTT 144 
Tyr Met Ala Trp He Arg Gin Ala Pro Gly Lys Gly Pro Glu Trp Leu 

35 40 45 

TCA ACC ATT AGT AAC AGC GGT GAT ATC ATA GAC TAT GCA GAC TCT GTG 192 
Ser Thr He Ser Asn Ser Gly Asp He He Asp Tyr Ala Asp Ser Val 

50 55 60 

AGG GGC CGG TTC TCC ATC TCC AGG GAC AAT GCC CAG AAG TCA CTG TAT 240 
Arg Gly Arg Phe Ser He Ser Arg Asp Asn Ala Gin Lys Ser Leu Tyr 
65 70 75 80 
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CTG CM ATG ACC TCC CTG AGA CCC GAC GAC TCG GCC ATC TAT TAC TGT 288 
Leu Gin Met Thr Ser Leu Arg Pro Asp Asp Ser Ala He Tyr Tyr Cys 

85 90 95 

GCG AGG GAA TAT TTC TTT TCT TTT GAT GTG TGG GGC CGA GGG ACA ATG 336 
Ala Arg Glu Tyr Phe Phe Ser Phe Asp Val Trp Gly Arg Gly Thr Met 

100 105 110 

GTC ACC GTC TCC TCA 351 
Val Thr Val Ser Ser 
115 

<210> 2 
<211> 324 
<212> DNA 
<213> Human 
<400> 2 

GAC ATC GTG ATG ACC CAG TCT CCA TCT TCT GTG TCT GCA TCG GTG GGA 48 
Asp He Val Met Thr Gin Ser Pro Ser Ser Val Ser Ala Ser Val Gly 

5 10 15 

GAC AGA GTC ACC ATC TTT TGT CGG GCG AGT CAG GAT ATT AGG AAT TGG 96 
Asp Arg Val Thr He Phe Cys Arg Ala Ser Gin Asp He Arg Asn Trp 

20 25 30 

GTA GCC TGG TAT CAA CAG AAA CCA GGT GAG GCC CCT AAA TTA TTG ATC 144 
Val Ala Trp Tyr Gin Gin Lys Pro Gly Glu Ala Pro Lys Leu Leu He 

35 40 45 

TAT GAT GGA TCG AGT TTG CAA AGT GGG GTC CCA TCA AGG TTC AGC GGC 192 
Tyr Asp Gly Ser Ser Leu Gin Ser Gly Val Pro Ser Arg Phe Ser Gly 

50 55 60 

AGT GGA TCT GGG ACA GAA TTC ACT CTC ACA ATC AGC AGC CTG CAG CCT 240 
Ser Gly Ser Gly Thr Glu Phe Thr Leu Thr He Ser Ser Leu Gin Pro 
65 70 75 80 
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GAA GAT TTT GCA ACT TAC TAC TGT CAA CAG ACT GAC AGT ACC CCT ATT 288 
Glu Asp Phe Ala Thr Tyr Tyr Cys Gin Gin Ser Asp Ser Thr Pro He 

85 90 95 

ACC TTC GGC CAA GGG ACA CGA CTG GAG ATT AAA CGT 324 
Thr Phe Gly Gin Gly Thr Arg Leu Glu He Lys Arg 
100 105 

<210> 3 
<211> 5 
<212> PRT 
<213> Human 
<220> 

<223> CDR1 of SEQUENCE No. 1 
<400> 3 

Lys Tyr Tyr Met Ala 

31 35 

<210> 4 

<211> 17 

<212> PRT 

<213> Human 

<220> 

<223> CDR2 of SEQUENCE No. 1 
<400> 4 

Thr He Ser Asn Ser Gly Asp He He Asp Tyr Ala Asp Ser Val Arg Gly 

50 55 60 65 

<210> 5 

<211> 8 

<212> PRT 

<213> Human 

<220> 
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<223> CDR3 of SEQUENCE No. 1 
<400> 5 

Glu Tyr Phe Phe Ser Phe Asp Val 

100 105 
<210> 6 
<211> 11 
<212> PRT 
<213> Human 
<220> 

<223> CDR1 of SEQUENCE No. 2 
<400> 6 

Arg Ala Ser Gin Asp He Arg Asn Trp Val Ala 

25 30 
<210> 7 
<211> 7 
<212> PRT 
<213> Human 
<220> 

<223> CDR2 of SEQUENCE No. 2 
<400> 7 

Asp Gly Ser Ser Leu Gin Ser 

50 55 

<210> 8 

<211> 10 

<212> PRT 

<213> Human 

<220> 

<223> CDR3 of SEQUENCE No. 2 
<400> 8 
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Gin Gin Ser Asp Ser Thr Pro He Thr Phe 
90 95 
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Immobilized . 
protein 


Ligand 


(sec ^M' 1 ) 


(sec _1 ) 


(nM) 


human IL-6 


IL6gk3~2 


0.6 ±0.34 


0.8 ±0.34 
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